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CLAIMS : 

Y7 ITTnetiioct o* screening "a — s-ample uf body IluiJ LuL at: 
least one autoantibody to at least one antigen, which 
method comprises: 

(a) providing a ^source of said at least one antigen 
to said autoantibody; 

(b) providing a substrate having immobilised thereto 
at least one ant\body to said antigen of step 
(a) ; \ 

(c) contacting said antiWen source of step (a) with 
said sample of body :fluid, so as to obtain a 
mixture wherein said Nantigen is allowed to 
substantially bind with seid autoantibody, when 
the latter is present in said sample; 

(d) allowing said mixture obtained in step (c) to 
flow relative to said substratk of step (b) so as 
to allow said mixture to contact said antibody 
immobilised to said substrate; \ 

(e) providing labelling means so a^ to permit 
monitoring of binding of said autoantibody and 
said antigen present in said mixture obtained in 
step (c) ; and V 

(f) monitoring said binding so as to provide an 
indication of the presence of said autoantibody 
in said sample of body fluid. \ 

2. A method according to claim 1, wherein said antigen 
comprises a thyroid protci - n - ^ 
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'A~ "method according - to claim 1, wnerem said cnyroxd 
protein iyS selected from the group consisting of 
thyroid peroxidase, thyroglobulin and thyroid 
stimulating kormone receptor. 



A method according to claim 3, wherein said thyroid 
protein is selected from the group consisting of 
thyroid peroxidase Vnd thyroglobulin. 

A method of screening \a sample of body fluid for at 
least one autoantibody to at least one antigen 
comprising a thyroid prot^ein selected from the group 
consisting of thyroid peroxidase, thyroglobulin and 
thyroid stimulating hormone\ receptor , which method 
comprises : 



(a) providing a source of said S^t least one antigen 
to said autoantibody ; 

(b) providing a substrate having immobilised thereto 
at least one antibody to said \ntigen of step 
(a) ; 

(c) contacting said antigen source of ^tep (a) with 
said sample of body fluid, so as ro obtain a 
mixture wherein said antigen is avowed to 
substantially bind with said autoantibody, when 
the latter is present in said sample; 

(d) allowing said mixture obtained in step (&) to 
flow relative to said substrate of step (b) sol as 

to — allow — s-ai-d — mixtur e — fc-e — contact — s^ard — antiboMy 
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iramob'iTised to saia substrate; 

(e) providing labelling means so as to permit 
monitoring of binding of said autoantibody and 
said antigen present in said mixture obtained in 
step (c)\ and 

(f) monitoring, said binding so as to provide an 
indicationXDf the presence of said autoantibody 
in said sampjte of body fluid. 

6. A method according t^D claim 5, wherein said thyroid 
protein is thyroid peroxidase or thyroglobulin . 

7. A method according to ariy of claims 1 to 6 , which 
further comprises screening for the presence of at 
l eas t one of thyroid stimulating hormone, thyroxine, 
tri-iodothyronine and thyroglolsmlin in said sample of 
body fluid. \ 

8. A method according to any preceding claim, which 
comprises contacting in step (c) sanSd antigen source 
and said sample of body fluid withv at least one 
substantially non- immobilised antibody to said 
antigen. \ 

9. A method according to claim 8, wherein s^aid non- 
immobilised antibody is provided in substantially 
purified form. \ 

10. A method according to claim 8 or 9 , wherein said rion- 
ir mmobili - scd antibody com p rises a monoclon ? i g¥ i! = : tmLibLjJV- 
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-il. . A me\ho d a c cu r diny — La any of — claims — 8 — Lu 10 , — wherein 
said \ non- immobilised antibody comprises an 
autoantibody to said antigen. 

12. A method according to any preceding claim, wherein 
said monitoring in step (f) comprises observing a 
colorimetric change dependent on said binding of said 
autoantibody andy said antigen present in said mixture 
of step (c) 

13. A method according toVclaim 12, wherein said labelling 
means include colloida\ gold. 

14. A method according to aW preceding claim, which 
further comprises providing^ positive control that is 
present in the presence or absence of the autoantibody 
or autoantibodies being screened. 

15. A method according to any preceding claim, wherein 
said mixture obtained in step (c) ik allowed to flow 
along said substrate and interact with said antibody 
immobilised to said substrate 



16 



A method according to claim 15, wherein at \east said 
sample of body fluid is contacted with an application 
zone of said substrate, which application zi^ne is 
provided upstream on said substrate relative to\said 
immobilised antibody, and wherein said mixture\ is 
Vlluwed Lu fl ow from said application z one along ^ a^d- 
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-OT©st-ra±-e — so — — to — iuLeidCl — wiLli said ±x 
antibody. 



17. A method according to claim 16, wherein said 
application zone includes said source of said antigen 
of step (a)\ and said mixture in step (c) is obtained 
by contacting, said sample of body fluid with said 
antigen of saicl application zone. 

18. A method according, to claim 16 or 17 as dependent on 
any of claims 8 to\l, wherein said application zone 
further includes saicl non- immobilised antibody, and 
said mixture in step \c) is obtained by contacting 
said sample of body fluid and said antigen with said 
non- immobilised antibody \resent in said application 
zone . \ 

19. A method according to claim 16\, wherein said antigen 
source of step (a) and said sample of body fluid are 
contacted substantially remote from said substrate so 
as to provide said mixture of stVp (c) , and said 
mixture is subsequently contacted with said 
application zone. \ 

20. A method according to claim 19 as dependents, on any of 
claims 8 to 11, wherein said antigen source^ of step 
(a) , said sample of body fluid and/or said non- 
immobilised antibody are contacted substantially 
remote from said substrate so as to provide ^aid 

mixture of ste p — (-c ) , — and said mixture — i - o □ubocqucnoj.y - 
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21. A method according to any preceding claim, wherein 
said substrate comprises a membrane of nitrocellulose, 
cellulose^ acetate or a polyamide . 

22. A method according to any preceding claim, wherein 
said immobilized antibody is in substantially purified 
form. \ 

23. A method according to any preceding claim, wherein 
said immobilised antibody comprises an autoantibody to 
said antigen. \ 

24. A method according to anyvof claims 1 to 23, wherein 
said immobilised antibodyv comprises a monoclonal 
antibody. \ 

25. A method according to any preceding claim, wherein 
said sample of body fluid comprises blood, plasma, 
serum or urine . \ 

26. A method according to any preceding^ claim, which 
comprises screening said sample of body ^l uid for one 
said autoantibody. \ 

27. A method according to claim 26, wherein saidNantigen 
includes a binding site to which either\ said 
autoantibody or said immobilised antibody can b^nd, 

whereby — am — s - t -e p (-dr) binding — erf — s-a-id — iimnobilirsed 
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c uiLibodftv t o SOTd birnd-rrrg s-rtre rs suijy LanLially 

precludedY where said autoantibody has substantially 
bound to saSld binding site in step (c) . 

28. A method according to any of claims 1 to 25, which 
comprises screening said sample of body fluid for at 
least first and second autoantibodies to said antigen, 
wherein at least first and second antibodies to said 
antigen are immobilised on said substrate in step (b) . 

29. A method according to d\Laim 28, wherein said antigen 
includes : \ 

a first binding site t\ which either said first 
autoantibody or said first immobilised antibody 
can bind, whereby in ste\ (d) binding of said 
first immobilised antibody do said first binding 
site is substantially precluded where said first 
autoantibody has substantially bound to said 
first binding site in step (c) ; \and 

a second binding site to which either said second 
autoantibody or said second immobilised antibody 
can bind, whereby in step (d) binding of said 
second immobilised antibody to saidv second 
binding site is substantially precluded, where 
said second autoantibody has substantiallyNbound 
to said second binding sice in step (c) ; \ 

1 where-nm — s-aird — frarrs-t — and — se cond — binding — 3-iLet> are' 
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-gd ^)S f an t - ral l y distinct siLeb o n said duLigen. 

30. A met\od according to any of claims 2 6 to 29, wherein 
said arteigen is provided with said labelling means. 

31. A method according to any of claims 2 6 to 30, as 
dependent orK claim 14, wherein said positive control 
comprises attaching to the substrate at least one 
control antibody to the antigen, which control 
antibody binds to\a site on the antigen distinct to a 
binding site thereof for the autoantibody or 
autoant ibodies being ^screened . 



32. A method according to Vny of claims 26 to 29 as 
5 dependent on any of claims\8 to 11, wherein said non- 
immobilised antibody is provided with said labelling 
means, which non- immobilised Nantibody is capable of 
binding to a site on said aritigen substantially 
distinct from a binding site for either (i) said 

20 autoantibody or autoantibodies beina screened or (ii) 

said immobilised antibody, wherebV in step (d) , 
antigen is allowed to be substantial ly\bound both to 
said immobilised antibody and to said nd^L- immobilised 
antibody . 

25 

33. A method according to any of claims 8 t\> 25 as 
dependent on any of claims 8 to 11, which conrorises 
screening said sample of body fluid for at least Virst 
and second autoantibodies to said antigen, wherein 

3 0- sa id n on-imm ob-3r3r3rs^d-- a -nti bi jd y is capab le! u£ binding to 
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a sit^f on sdid dMtigcn t o wh ich cit h er oa- i - 
second\ autoantibody can bind and which is 
substantially distinct to a binding site on said 
antigen foresaid immobilised antibody, whereby in step 
(d) antigen is allowed to be substantially bound both 
to said immobilised antibody and to said non- 
immobilised antibody. 

34. A method accordingxfo claim 33, wherein said antigen 
includes : 

a first binding si^e to which either said first 
autoantibody or saici immobilised antibody can 
bind, whereby in step \d) binding of immobilised 
antibody to said fiSrst .binding site is 
substantially precluded\ where said first 
autoantibody has substantially bound to said 
first binding site in step (cO ; and 

a second binding site to which ekher said second 
autoantibody or said non- immobilised antibody can 
bind; 

wherein said first and second binding ^teites are 
substantially distinct sites on said antigen. 



35. A method according to claim 33 or 34, wherein\said 
non- immobilised antibody is provided with d^id 
-■ba&e lling m cm^ — 
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clairn^ 11 and 23, wherein said immobilised antibody 
comprises a first autoantibody to said antigen and 
said norVimmobilised antibody comprises a second 
autoantibody to said antigen. 

37. A method according to any of claims 32 to 36, wherein 
the positive \ontrol comprises attaching to the 
substrate at lea^sf one control agent that can bind to 
the at least oi\e substantially non-immobilised 
antibody, 

38. A kit for use in screenipg a sample of body fluid for 
at least one autoantibody to at least one antigen, 
which kit comprises: 



(a) 



(b) 



(c) 



a source of said at least one antigen to said 
autoant ibody ; 

a substrate having immobilised thereto at least 
one antibody to said antigen; 

means for contacting said antrgen source with 
said sample of body fluid, so ass to obtain a 
mixture wherein said antigen is\ allowed to 
substantially bind with said autoantibody, when 
the latter is present in said sample ; 
means for allowing said mixture to flow Velative 
to said substrate so as to allow said mixture to 
contact said antibody immobilised to \said 
substrate ; 

tel labelliny means to permit monitoring of bi xidirig- 



(d) 
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\said mixture ; and 
(f) means for monitoring said binding so as to 
provide an indication of the presence of said 
autoantibody in said sample of body fluid. 

39. A kit according to claim 38, wherein said antigen 
comprises a thyroid protein. 

40. A kit according Vo claim 39, wherein said thyroid 
protein is selected from the group consisting of 
thyroid peroxidase\ thyroglobulin and thyroid 
stimulating hormone reVeptor. 

41. A kit according to claimv 40, wherein said thyroid 
protein is selected from Vhe group consisting of 
thyroid peroxidase and thyrogSLobulin. 

42 . A kit for use in screening a sample of body fluid for 
at least one autoantibody to at\least one antigen 
comprising a thyroid protein selected from the group 
consisting of thyroid peroxidase, thyroglobulin and 
thyroid stimulating hormone recepto£\, which kit 
comprises: \ 

(a) a source of said at least one antigeA to said 
autoantibody; \ 

(b) a substrate having immobilised thereto at Nleast 
one antibody to said antigen; \ 

Q \ £ 

(-e-) m e ans — £es? — een^a-c t-i-ng — s- a-id — a^t-ig^eri sour ce with 
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saiU sample — o± — body fluids — so— as — ^r-dbtramr-s 

mixture wherein said antigen is allowed to 
substantially bind with said autoantibody, when 
the latter is present in said sample; 
5 (d) means foAallowing said mixture to flow relative 

to said substrate so as to allow said mixture to 
contact saiW antibody immobilised to said 
substrate; \ 

(e) labelling meansVo permit monitoring of binding 
10 of said autoantibody and said antigen present in 

said mixture; and \ 

(f) means for monitoring said binding so as to 
provide an indicat ioi\ of the presence of said 
autoantibody in said satirole of body fluid. 

15 \ 

43. A kit according to claim 42, Wrein said thyroid 
protein is thyroid peroxidase or Vhyroglobulin. 

44. A kit according to any of claims \38 to 43, which 
20 further comprises means for screening Vor the presence 

of at least one of thyroid stimulating hormone, 
thyroxine, tri - iodothyronine and thyroglobulin in said 
sample of body fluid. \ 



25 



30 



45. A kit according to any of claims 38 to 4^4, which 
further comprises a source of at leaskt one 
substantially non- immobilised antibody to said aAtigen 
and means whereby said non- immobilised antibody can be 
contacted with said antigen source and said sampleNpf 
body fluid. ~ — 
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•4-e-r — Ar~kd-t — aeee^rd-i-ng — to — cia-i-m — 4-S-, wh o re i -ft — said — fterr- 

imrhobilised antibody is provided in substantially 
puriiLLed form. 

47. A kit according to claim 45 or 46, wherein said non- 
immobilised antibody comprises a monoclonal antibody. 

48. A kit according to any of claims 45 to 47, wherein 
said non- immobilised antibody comprises an 
autoantibody to sasld antigen. 

49. A kit according to a\y of claims 38 to 48, wherein 
said monitoring means comprise means for observing a 
colorimetric change dependent on said binding of said 
autoantibody and said antig\n present in said mixture. 

50. A kit according to claim 49, Vherein said labelling 
means include colloidal gold. \ 

51. A kit according to any of claims \3 8 to 50, which 
further comprises a positive control \hat is present 
in the presence or absence of the autoantibody being 
screened. \ 

52. A kit according to any of claims 38 to 51,\wherein 
said substrate comprises an application zone ^or at 
least said sample of body fluid, which application 
zone is provided upstream on said substrate relative 

to said immobilised antibody, whereby said Ita xcure m 
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^XlQ3^^^to^£XQ,w_f^Qm— sa.jrd^-ppjrjreat io n - zone al ong said 
mbstrate so as to interact with said immobilised 
an\ibody . 



53. A kit \ccording to claim 52, wherein said application 
zone includes said source of said antigen, and said 
mixture is\pbtained by contacting said sample of body 
fluid with skid antigen of said application zone. 

10 54 . A kit accordingVo claim 52 or 53 as dependent on any 
of claims 45 to ^48, wherein said application zone 
further includes sasid non- immobilised antibody, and 
means whereby said mature is obtained by contacting 
said sample of body fluid and said antigen with said 

15 non- immobilised antibody ^present in said application 

zone 

55. A kit according to claim 5\, wherein means are 
provided whereby said antigen source and said sample 
20 of body fluid are contacted substantially remote from 

said substrate so as to provide saidViixture and means 
whereby said mixture is subsequently\contacted with 
said application zone, 



25 56. A kit according to claim 55 as dependent \on any of 
claims 45 to 48, wherein means are providedv whereby 
said antigen source, said sample of body f luidN^nd/or 
said non- immobilised antibody are contracted 
substantially remote from said substrate so as\ to 

3 0 provide said mixture -; — and me-aT g rs--wh-e-3^e-&y — s^t-ra mixture 
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i>s subsequently contacted with said app lication zoijet. 

A krt according to any of claims 38 to 56, wherein 
said s\bstrate comprises a membrane of nitrocellulose, 
cellulose acetate or a polyamide . 

A kit according to any of claims 38 to 57, wherein 
said immobilized antibody is provided in substantially 
purified form. \ 

A kit according to, any of claims 3 8 to 58, wherein 
said immobilised antibody comprises an autoantibody to 
said antigen. \ 

A kit according to any <of claims 3 8 to 59, wherein 
said immobilised ant ibody\ comprises a monoclonal 
antibody. \ 

A kit according to any of claims 3 8 to 60, wherein 
said sample of body fluid comprises blood, plasma, 
serum or urine . \ 

A kit according to any of claims 3 3. to 61, for 
screening said sample of body fluid fo*r one said 
autoantibody, wherein said antigen includes\a binding 
site to which either said autoantibody Nor said 
immobilised antibody can bind, whereby binding \>f said 
immobilised antibody to said binding site. is 
substantially precluded where said autoantibody Nhas 
pxeviously substantially bound to said br rrd:x-ng sitt\ 
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-ft — kdrt — a cco rd i n g — ra — any — erf — cl\driufs~~-^r8" lu eirr 
screening said sample of body fluid for at least first 
aftd. second autoantibodies to said antigen, wherein at 
lea^t first and second antibodies to said antigen are 
immobilised on said substrate. 



10 



15 



64. A kit according to claim 63, wherein said antigen 
includes : 

a first binding site to which either said first 
autoantibody \>r said first immobilised antibody 
can bind, wHtereby binding of said first 
immobilised antibody to said first binding site 
is substantially precluded where said first 
autoantibody has previously substantially bound 
to said first binding aite; and 



20 



25 



a second binding site to wh\ch either said second 
autoantibody or said second rmmobilised antibody 
can bind, whereby binding \of said second 
immobilised antibody to said secVid binding site 
is substantially precluded wherey said second 
autoantibody has previously substantially bound 
to said second binding site; 



wherein said first and second binding site\ are 
substantially distinct sites on the antigen. 



3 0 — 6*5- A kit — a cco r d i ng — to a ny o f — c l aimo-Cl -to- 'C4— — wher^e-: 
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20 



66. A\kit according to any of claims 62 to 65, as 
dependent on claim 51, wherein the positive control 
compAses attaching to the substrate at least one 
control^ antibody to the antigen, which control 
antibody\inds to a site on the antigen distinct to a 
binding site thereof for the autoantibody or 
autoantibodies being screened. 

67. A kit according, to any of claims 62 to 64, as 
dependent on any o\ claims 45 to 48, wherein said non- 
immobilised antibod\ is provided with said labelling 
means, which non- immobilised antibody is capable of 
binding to a site onv said antigen substantially 
distinct from a bindings site for either (i) said 
autoantibody or autoantibodies being screened or (ii) 
said immobilised antibody, whereby antigen is allowed 
to be substantially bound bot*h to said immobilised 
antibody and to said non- immobil\sed antibody. 



68. A kit according to any of claims^ 38 to 61, as 
dependent on any of claims 45 to 48 f or\screening said 
sample of body fluid for at least fir^t and second 
25 autoantibodies to said antigen, whereinXsaid non- 
immobilised antibody is capable of binding \o a site 
on said antigen to which either said first oAsecond 
autoantibody can bind and which is substantially 
distinct to a binding site on said antigen for s^id 
3 o i-mmobi-l-irs-ed-ant-i--body , whe reb y an t rg en ia allowed 
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\abbLciii L ially buund buLh Lu said immobili zed antibody^ 
and to said non- immobilised antibody. 



69. A kiSt according to claim 68, wherein said antigen 
includes : 



10 



a first binding site to which either said first 
autoantibody or said immobilised antibody can 
bind, whei^by binding of immobilised antibody to 
said first\ binding site is substantially 
precluded whtere said first autoantibody has 
previously substantially bound to said first 
binding site ; anc 



15 



a second binding sit<kto which either said second 
autoantibody or said no\- immobilised antibody can 
bind; 



20 



wherein said first and second\ binding sites are 
substantially distinct sites on said antigen. 



25 



70 



71 



3-0- 



A kit according to claim 68 or 69, wherein said non- 
immobilised antibody is provided with s^d labelling 
means . 

A kit according to any of claims 68 to yO , as 
dependent on claims 4 8 and 59, wherein \said 
immobilised antibody comprises a first autoant ibod^X to 
said antigen and said non- immobilised antiboc 
-compr-r-s-e-s -a se c ond auLuauLibody t o said ami^ci!. 
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- 72 ' . \ A — k-drt — a ccord i ng — fce — any — o€ — c-laimo — — fce — =74rj as— 
\ependent on claim 51, wherein the positive control 
comprises attaching to the substrate at least one 
control agent that can bind to the at least one 
substantially non- immobilised antibody. 

73. Use of a \it according to any of claims 38 to 72, in 
screening a\ sample of body fluid for at least one 
autoantibody \o at least one antigen. 

74. A method of screening a patient for at least one 
autoantibody to a\ least one antigen, which method 
comprises : \ 

(a) obtaining a sampA of body fluid from said 
patient; \ 

(b) contacting said sample \f body fluid of step (a) 
with an antigen source of\a kit according to any 
of claims 38 to 72, so as\to obtain a mixture 
wherein said antigen is allotted to substantially 
bind with said autoantibody, wfc^en the latter is 
present in said sample; \ 

(c) allowing said mixture to flow relative to a 
substrate of a kit according to any Osf claims 3 8 
to 72, so as to allow said mixture trto contact 
said antibody immobilised to said substrate; and 

(d) monitoring binding of said autoantibody anei said 
antigen present in said mixture, so as to provide 

em indication &£ t-fre pre s u m e said 
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-v — aTiro^rrriiTOdy — in said s amp T^~"erf ~body fTuicI trom 
\ said patient. 

75. A method according to claim 74, for testing said 
patient for an autoimmune thyroid disease. 

76. A method according to claim 74 or 75, which further 
comprises screening for the presence of at least one 
of thyroid stimulating hormone, thyroxine, tri- 
iodothyronine and Thyreoglobulin in said sample of body 
fluid. \ 

77. A method of treating \ patient suffering from, or 
susceptible to, an autoiVmune disease, which method 
comprises: \ 

screening said patient for atVeast one autoantibody 
to at least one antigen as defined in any of claims 74 
to 76; and \ 

when at least one autoantibody is detected in a sample 
of body fluid obtained from said patient at a level 
indicative of an autoimmune disease, administering to 
said patient at least one therapeutically active 
substance effective in the treatment of the autoimmune 
disease. \ 

78. In combination, a kit as defined in any of claims\38 
to 72, and at least one therapeutically active 

substance effective in t - he — biretrtrTrte nt - e r f - an » autoim mHe-\r 
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disease . 



~T9~. A me^Qod sub s tramrrairty < 
substantia 



reirnbe-f-o-re- do s-s^Abed-, 



as described in one of the Examples 



80. A kit substantially^as hereinbefore described, 
substantially as describecTin one of the Examples. 



81 



A kit substantially as hereinbefo 
substantially as il! 
la, lb, 2a, 2b, 3a, 3b 
-8-d-; — — 9b, 10a ojl 10b 



described, 



jtrated in one or more olik.Figures 
b, 4, 5, 6, 7a, 7b, 8a, 8b, 
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